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ITV THE CLAIMS; 



1 (currently amended and reformatted): A compound of formula (I): 



Ring A is d lii u oficn United m o no or bioyclio hc lLiuc) die ring; wh mu n if oaid het^r nr y nlir 
j^oup contttino an mi mokij' thnt nitrnson ii jjicfr^/inyl optionally substituted mi 
nitrogai by R*-D-; 

R' and ate independentiy Cwalkyl optionally substituted by 1 to 2k+l atoms selected from 
fluoro and chloro wherein k is 1-3; 

or R' and together with the carbon atom to which they are attached, form a C«cycloalky! 
ring optionally substituted by 1 to 2m-2 fluorine atoms whereiii m is 3-5; 

r' is a substituent on carbon and is halo, hydroxy, cyano. formyl. amino, nitro, carboxy, 
carbamoyl, ureido, thiol, sulphamoyl or R*-E-; 

R^ is Ci.6alkyl, phenyl or a heterocycUc group, wherein in R* any Ci^alkyl, phenyl or 
heterocyclic groups (on a ring carbon) may be optionally substituted by one or more R* 
and if said heterocyclic group contains an -NH- moiety that nitrogen may be optionally 
substituted by a group selected from R ; 

D is -C(0)-, .N(R')C(0)-, -S(0)2-, -NS(0)2-, -0C(0)- or D is a direct bond; 

R^ is Csalkyl, Cz^alkenyl, Cj^alkynyl, Cs^^cycloalkyl, phenyl, naphthyl or a heterocyclic 
group, wherein in R^ any C^lkyl, C^ealkenyl, C2.6alkynyl. Cj^cycloalkyl, phenyl, 
naphthyl or heterocyclic groups (on a ring carbon) may be optionally substituted by one 
or more R* and if said heterocyclic group contains an -NH- moiety that nitrogen may be 
optionally substituted by a group selected from R ; 

E is -O-, -N(R')-, -C(0)-, -N(r')C(0)-, -C(0)N(R9)-, -8(0)*- wherein a is 0-2, -OC(0)-, 
-C(0)0-. .N(R')C(0)0.. -OC(0)N(R')-. -C(S)N(R')-. -N(R')C(S)-, .S02N(R')-, 





(D 



wherein: 
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-N(R')SOr, -N(R')C(0)N(R')-, -N(R')C(S)N(R')-, -SO^NHCCO)-, -S W(R»)C(0)-. 
^ J .C(0)NHS02-orEisadirectbond; 

a R« is trifluoromethyl, Coalkyl, halo, hydroxy, trifluoromethoxy. cyano, C^lkoxy, fotmyl. 
C,-6alkanoyl. C.^alkanoyloxy, amino, ;\^-(C,.6alkyl)aniino, A^-(C,^alkyl)2aniino, 
C,.6alkanoylamino. C,^alkanoyl(i^'Ci.6alkyl)amino, nitro. carboxy, carbamoyl, 
C^koxycarbonyl, thiol, C-ealkylsulphanyl, C^alkylsulphinyl, C^alkylsulphonyl. 
Ci^alkylsulphonylamino, sulphamoyl, iV-(Ci^alkyl)amiaosulphonyl, 
A^<Ci^l)2aminosulphonyU A^-(C,.6alkyl)carbamoyl, /^-(Ci-ealkyD^carbamoyl, ureido, 
Ar'-{C,^lkyl)ureido or^'-(Ci-6alkyl)2ureido. Ca^alkenyl, Ci-ealkynyl or Cj-^cydoalkyl, 
naphthyl. phenyl or a hetcrocycUc group wherein in any Ci^lkyl, Cj-ealkenyl, 
Cj^alkynyl. Cj-ecylcoalkyl, naphthyl. phenyl or heterocycUc groups (on a ring carbon) 
may be optionally substituted by one or more and if said heterocyclic group contains 
an -NH- moiety that nitrogen may be optionally substituted by a group selected from R*; 
is trifluoromethyl, cyano, Ci-galkyl, halo, hydroxy, trifluoromethoxy. Ci^lkoxy, formyl. 
Cwalkanoyl, Ci^lkanoyloxy, amino, AKCi-6alkyl)amino. iV-(Ci-6alkyl)2amino, 
Ci^lkanoylamino, Ci-6alkanoyl(A^Ci.6alkyl)amino, nitro, carboxy, carbamoyl, 
Ci-salkoxycarbonyl, thiol, Cealkylsulphanyl, Ci^alkylsulphinyl, Ci-ealkylsulphonyl, 
Ci^lkylsulphonylamino, sulphamoyl, iV-(Ci.6alkyl)aminosulphonyl, 
iV-(Ci.6alkyl)2aminosulphonyl, iV-(Ci-6alkyl)carbamoyl, A^(Ci.6alkyl)2Carbamoyl, 
C2.6alkenyl, C2.6alkynyl, Cs-ecycloalkyl or a heterocyclic group (optionally substituted by 
one or more R"), and wherein in R' any Ci-<»alkyl, C2^alkenyl. Ca-^alkynyl or 
Cs^cylcoalkyl groups may be optionally substituted by one or more groups selected from 



,12. 



R* is Ci^alkyl, Ci-6alkanoyl, Ci^alkylsulphonyl, Ci-ealkoxycarbonyl, carbamoyl, 
W^(Ci^lkyl)carbamoyl, JV;jV-(Ci^alkyl)2carbamoyl, benzoyl, (heterocyclic 
group)carbonyl, phenylsulphonyl, (heterocyclic group)sulphonyl, phenyl or a carbon 
linked heterocyclic group, and wherein in R* any C^alkyl, phenyl or heterocyclic group 
(on a ring carbon) may be optionally substituted by one or more R^, and if a heterocyclic 
group contains an -NH- moiety that nitrogen may be optionally substituted by a groi^ 
selected from R"; 
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R' is hydrogen or C^-ealkyl optionally substituted by one or more K'' wiA the proviso that 
/) ^ R'*' is not a substituent on the carbon attached to a nitrogen atom; 

Ri" is halo, hydroxy, amino, cyano, nitro, trifluoromethyl, trifluoromethoxy, Cwalkyl, 

Cj^alklnyl, Cj^alkynyl, M.(C,.6alkyl)amino. iV-CC^alkyDzamino. Cealkanoylamino. 

C,,6alkanoyl(;V-Ci.6alkyl)amino,Ci.(5alkylsulphonylamino, 

Ci.6alkylsulphonyi(N-C,.6alkyl)araino. thiol, C.^alkylsulphanyl, Csalkylsulphinyl, 

Ci^kylsulphonyl, sulphamoyl, Ar-(Ci.6alkyl)aminosulphonyl. 

iSKCi-6aIkyl)2aminosulphonyl, carboxy, carbamoyl, i\^-(C,.6alkyl)carbamoyl, 

iV-(Ci.6alkyl)2carbamoyl, C^lkoxycarbonyl, Ci^kanoyl or formyl; 
R" is C-ealkyl, Cealkanoyl, C^lkylsulphonyl. Ci^koxycarbonyl, carbamoyl, 

iV-(C,.6alkyl)carbamoyl. MAKCi.6alkyl)2caibamoyl, C,-6alkoxyC,^kanoyl. 

phenylC-ealkyl, benzoyl. phcnylC,^lkanoyl, phenylC-ealkoxycarbonyl or 

phenylsulphonyl and wherein in R" any C.^lkyl group can be optionally substituted by 

one or more R"; 

r" is halo, hydroxy, ;\^-methylpiperazinyl. A^-acetylpiperazinyl, morpholino, piperidino, 
cyano, amino, MMdimethylamino, acetamido, carbamoyl, carboxy, methanesulphonyl or 

sulphamoyl; 

r'^ is halo, hydroxy, cyano. amino, MJN^-dimethylamino, acetamido, carbamoyl, caiboxy, 

methanesulphonyl or sulphamoyl; 
n is 0-S; wherein the values of may be the same or different; 
or a pharmaceutically acceptable salt or an in vivo hydrolysable ester thereof; 
^ with the proviso that if R' is methyl, is trifluoromethyl and Ring A is piperazin-l-yl then 
(R^)„ is not i) 4-cyanobenzoyl. ii) 2-methyl-4-benzyloxycarbonyl. iii) 2-methyl, iv) 
2-methyl-4-cyanoben2oyl, v) 2,5-dimetiiyl-4-benzyl, vi) 2,S-dimethyl or vii) 
2,5-dimethyl-4-cyanobenzoyL 

2 (original): A compound of formula (I) according to claim 1 wherein one of R^ and 
r' is methyl and the oliier is trifluoromethyl; 

or a pharmaceutically acceptable salt or an in vivo hydrolysable ester thereof. 
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3 (cancelled). 



4 (currently amended): A compound of formula (1) according to claiTLL««iWef 
6kims lt o3.wherein is a substituent on carbon and is selected from amino, methyl, 
4.mesylphenylsulphonyU 4-methylthiophenylthio, 4-fluorobenzoyl and 

4-cyanobenzoylamino; 

pharmaceutically acceptable salt or an in viw hydrolysable ester thereof. 



or a 



5 (currently amended): A compound of formula (I) according to clainLLaas^^ae^ 
ete«fifr44^wherein is C^^alkyl. phenyl {optionally substituted with one or more r-butyl, 
isopropyl. nitro, halo, A^.iV-dimethylcarbamoyl. iV,iV-dimethylamino, 2-hydroxyethylamino, 
cyano, ace^l, metboxy or carboxy) or thienyl; 

or a pharmaceutically acceptable salt or an in vivo hydrolysable ester thereof. 

6 (currently amended): A compound of formula (1) according to clainLL«»y^e*»^ 
claima 1 to 5 wherein D is -SO2- or -C(0)-; 

or a pharmaceutically acceptable salt or an in vivo hydrolysable ester thereof. 

7 (currently amended): A compound of formula (I) according to clattn X a «y^nfr^ 
claimo 1 to 6 w herein n is 0 - 3; 

or a pharmaceutically acceptable salt or an in vivo hydrolysable ester thereof. 

8 (original; reformatted): A compound of formula (I) selected from: 
(R)-[(2S.5R)-2-methyl-5-methyl-4-(4-cart)Oxyph6nylsulphonyl)-l-(3,3,3-trifluoro-2- 

hydro3Q'-2-methylpropionyl)piperazine]; 
(R)-[(2S,5R)-2-methyl-5-methyl-4-(4-dimethylcarbamoylphcnylsulphonyl)-l-(3,3,3- 

trifluoro-2-hydroxy'2-me1hylpropionyl)pipera2ine]; 
(R)-[(2S,5R)-2-methyl-5^mefliyl-4-(4-fluorophenylsulphonyl)-H3,3,3-trifluoro-2-hydroxy- 

2-methylpn)pionyl)piperazine]; 
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(R).{(2S,5R)-2-methyl-5-raethyl-4-[4<2-hydroxyethylamtno)phenylsulphonyl].H^ 

trifluoro-2-hydroxy-2-methylpropionyl)piperazine}; 
(R)-[(2S,5R)-2-mcthyl-5-methyl-4-(4^;yanophenylsulphonyl)-l<3.3,3-triflu^^^ 

- mcthylpropionyl)piperazine]; and 
(R).[(2S,5R)-2.methyl-5-methyMK4-methoxyphenylsulphonyl)-lK3.3,3-trifluoro-2- 

hydroxy-2-methylpropionyl)piperazine]; 
or a phannaceutically acceptable salt or an in vivo hydrolysable ester thereof. 

9 (currently amended and reformatted): A process for preparing a compound of 
formula (I) or a phannaceutically acceptable salt or an in vivo hydrolysable ester thereof; 
which process (in which variable groups are as defined in claim 1 for formula (I) unless 
otherwise stated) comprises of: 
(a) deprotecting a protected compound of formula (I^: 




(II) 

vt^iere Pg is an alcohol protecting group; 
(b) coupling an amine of fonnula (III): 



with an acid of fonnula (IV): 



(in) 



HQ R' ^2 



o G 

(IV) 

wherein O is a hydroxyl group; 
(c) coupling an amine of fonnula (HI) with exi activated acid derivative of formula (IV) 
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wherein G is a hydroxyl group which may be protected as an ester or ether. 



and thereafter if necessary: 



i) converting a compound of the formula (I) into another compound of the formula (1); 

ii) removing any protecting groups; or 

iii) forming a pharmaceutically acceptable salt or in vivo hydrolysahle ester. 

10 (currently amended): A pharmaceutical composition which comprises a 
compound of formula (I) according to any one of claims 1-2 and 4-8 .4-^, or a 
pharmaceutically acceptable salt or in vivo hydrolysable ester thereof in association with a 
pharmaceutically-acceptable diluent or carrier. 

Claims 11-12 (cancelled). 

Claim 13 (new): A method for the treatment of a disease state associated with 
reduced PDH activity, said method comprising administering to a warm-blooded animal in 
need thereof a PDH activity-elevating amount of a compound of the formula (I) or 
pharmaceutically acceptable salt or an in vivo hydrolysable ester thereof, as claimed in any 
one of claims 1-2 and 4-8. 

Claim 14 (new): The method of claim 13 wherein said disease state is selected from 
the group consisting of diabetes mellitus, peripheral vascular disease and myocardial 
ischaemia. 

Claim 15 (new): The method of claim 14 wherein said disease state is diabetes 
mellitus. 
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